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--Cbim K (Currently ameadcd) A process for preparing a multivesicular Hposomal 
piuticJe composition, the process comprising: 

f^i pre>sterili7tiig alt composition ingredients: 

* [Ml Pix>vidiag a first emulsion by mixing a fim aqueous phase and a volatile w ler- 
immiscible solvent phase, said solvent phase comprising ai least one ampbipathic lipid and jat 
least one neutral lipid; 

l[bj] c) mixing and emulsifying SAid first pulsion and a second aqueous phase m-i ^ 
mixor with w c n e f gy irtptit to provide a second emulsion, said second emulsion eomprisinf a 
continuous aqueous phase; 

[[cj] d) removing the volatile watcr-iiuTTusciblc solvent fi^om the second pulsion to 
forni a composition of multivesicular liposomal particles of pre d e term i ned s igoyGlflUvo to 
i^gy4nput K^f pre^eter^ imifoim size distribution: and 

([dj] e) jtlttHFiftg adiuvning^ concentrauon of the multivesicular liposomal pMick 
comp>sition by cross*flow filtration, 

wherein all steps arc carried out under aseptic conditions ^^d whcreia oil solutions 3UF& 
gteiiJ e fdt e r e d pftor^to u^ ^ ^ind th e rein th e multiv e siculaf Uposotnal panicle oompoaition i ^ 



Claim 2. (Currently amended) The process of claim 1. wherein at least one mixing fetep is 
carried out in a dynamic or static mixer.— 
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3. The process of claim 2, wherein the static mixer is of Kenic$ or Koch design. 

4. Tlie process of claim 3, wherein the first emulsion and smond aqueous solmtion are passed 
through the mixer at a linear velocity of from about 100 cm/min to about 500 cm/min- 

5. The process of claim 1, wherein the volume ratio of the first aqueous phase to the water- 
immiscible solvent phase is from about 033 to about 1 ,6. 

6. The process of claim 1, wherein the volume ratio of the first emulsion to the second 
aqueous phase is from about 0.05 to about 0.5» 

7. The process of claim 1 , w^herein the at least one amphipaihic lipid is selected from the 
group consisting of phosphatidylcholines, phosphatidylethanolamin^, sphingomyelins, 
lysophosphatidylcholin^, lysophosphalidylethanolamines, are phosphatidylglycerols, 
phosphatidylserines, phosphatjdylinositols. phosphatidio acids, cardiolipins, acyl 
trimelhylammonium propane, diacyl dimethylammonium propane, stearylamine, and ethyl 
phosphatidylcholine. 

8. The process of claim 1, wherein the at least one neutral lipid is selected from the group 
consisting of glycerol esters, glycol esters, tocopherol esters, sterol esters, alkanes and 
squalenes. 

9. TTie process of claim 1, wherein the second aqueous phase farther comprises at least one 
sugar. 



10. The process of claim 1, wherein the second aqueous phase further comprises at least one 
amino acid. 

claim 11 cancelled 
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12. The process of claim wherein the^pnta afy - fiUratieB comprises: 

a) a first concentration of the nnultivesicular liposomal particle composition, resulting 
in a concentration increase of from 2-6 times; and 

b) a buffer exchange, resulting in a pH of the multivesicular liposomal particle 
composition of between about 5 and about 8, 

13. The process of claim 12, fuithercomprising a second concentration step. 

14. (Amended) The process of claim C 1 1 ] 12 wherein the (primary fihration] filtering is 
carried out [by cross flow filtration] with a hollow fiber filter. 



IS. The process of claim 14, wherein the primary filtraticm ts conducted at a transmembrane 

A* 

pressure of from about 0. 1 psi to about 7 psi. 

Id. Tlie process of claim wherein th ^immy fiUiiitlc i a further compnses back pulsmg 
with a back pulse volume and a retentate back pressure. 



17. The process of claim 16, wherein the back pulsing is periodic. 

18. The process of claim 17, wherein the back pulsing step occurs from about every 0.5 to 
about every 10 minutes. 



19. The process of claim 18, wherein the back pulsing step occurs from about every 1 to 
about every 5 minutes. 
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•-Claim 20. The process of claim 16, wherein the back pulse volume is ftom alK>ut 

0.01% to about 5% of initial filtration volume- 
s-Claim 21 . The process of claim 20, wherein the back pulsing volume is from about 

0.1% to about 1 .0% of initial filtration volume.- 

--Claim 22. The process of claim 16, wherein the filtering is conducted at a retentate 
back pressure of from about 0 psi to about 10 psi.-- 

-Claim 24. The process of claim 23* wherein the potency adjustment is carried out by 
secondary filtration,- 

"Claim 28. The process of claim 27» wherein a first solvent removal step is 
characterized by an inert gas flow rate that is I^s than that of a second stq).-- 

-Claim 29. The process of claim 28, wherein the gas flo w rate of the first solvent 
removal step is lirom about 20% to about 50% that of the second step.— 

—Claim 30. The process of claim 27» wherein a first solvent removal step is 
characterized by an inert gas flow rate that is greater than that of the second step.*- 

"Claim 3 1 . The process of claim 30, wherein the ps flow rate of the first solvent 
removal step is jftom afotit 1 20% to about 400% that of the i^nd step.- 

-'Claim 32. The process of claim 28, fiirther comprising a third solvent removal step, 
wherein the gas flow rate of the third solvent removal step is less than that of the second solvent 
removal step.- 
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33. The process of claim U wherein the first aqueous phase comprise a phy^ologically 
active substance, and the multivesicular liposomal particle composition comprises an 
encapsulated physiologically active substance. 

34. The process of claim 33, wherein the physiologically active substance is selected from 
the group consisting of ant ianginas, antiarrhythmics^ antiasthmatic agents, antibiotics^ 
antidiabetics^ antifungals, antihistamines^ antihypertensives^ antiparasitics^ antineoplastics, 
antitumor dmgs, antivirals, cardiac glycosides, hormones, immunomodulators, monoclonal 
antibodies, neurotransmitters^ nucleic acids, proteins, radio contrast agents, r adionucl i de s, 
sedatives, analgesics, steroids, tranquilizers, vacclne$rvasopre$sor$, ^esthetics, peptides, 
prodrugs and pbarmaceuticaHy accq;) table srits of the same. 

35. The process of claim 34, wherein the physiologically active substance is selected from 
cytarabine, insulin, paclitaxel, S^fluorounicil, floxuridine, morphine, hydromorphine, 
dexamethason^ methotrexate, bleomycin, vincristine, vinblastine, IgF-1 , bupivacaine and 
amikacin. 

claim 36-48 cancelled 

-Claim 49. {Currently amended) A process for p^paring a multivesicular liposom d 
particle coii®o$iiion, the ptocas comprising: 

a) providing a fim emulsion by mixing a first aqtieous |*ase and a volatile water* 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and at 
least one neutral bpid; 

b) ntbdng and emulsifying said first emulsion and a second aqueous phase ffl-ormiw ef 
wttfa-cn-ciKa: to provide a second emulsion, said second emulsion comprising a 
continuous aqueous phase; 

c) removing the volatile water-immiscibte salveat from the second ^nulsioa to fot n a 
composition of multivesicular hposomai particles of pro dotchninod simo rolatiyo to energy ii^t«t 
of pre^determined, unifbnti distribution: aB4 

d) laterm^ adjusting the cpncenttfttion of the multivesicular liposomal particle 
composition by cross-flow filtraticn[y] LSsd 

^) gt9TjHm"S <h^ m¥ltivg1=MPT lipPffWal panicle comporfliQni 
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claim 50 cancelled 

1 S K The process of clittm 23, wherein (he volume of mutd vesicular liposomal particle 

2 compos^ition i$ pooled and further proccs&ed by multiple batch processing. 

" 52 (Newf) The process of claim 33 wherein the encapsulation efficiency of the 
physiologically active substance is at least about 67.8%. 

- 53 (New) The process of claim 1, wherein tho mean particle size before cross-flow 
filtration is within about 1 micron of the mean particle size after cross-flow filtration. 



"Claim 54. A proce^ for pr^aring a multivesicular liposomal particle composition, the 
process comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipaihic lipid and at 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase in a mixer 
with a power input to provide a second mulsion« said second emulsion comprising a continuous 
aqueous phase; and 

c) removing the volatile water-immiscible solvent from the ^ond emulsion to form a 
composi tion of multivesicular liposomal particles of pre-deremiined size relative to power Input; 

wherein power - (linear flow rate through mixer) x 0>ressuredrop across mixer). 
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Claim 55. The process of claim 54, wherein aU steps are carried out under aseptic 
coAditions, wherein all solutions are sterile filtered prior to use, and wherein the multivetieular 

liposomal particle composition is itnmedialely suitable for administration into humans. 

Claim 56. The process of claim 54, wherein the resulting multivesicular liposomal 
particlci composition i$ sterilized before filling, and wherein the multivesicular liposomal particle 
composition is immcdiatety suitable for administration into humans. 

Claim 57. The process of claim 54, wherein the mixer is a static mixer. 

Claim 58, The prwess of claim 54, wherein the first emulsion and the second aqueous 
solutiou are passed through the mixer at a Tmear vclooiiy of from about 100 cm/min to about 500 

cni/mitt. 

Claim 59. The process of claim 54, wherein the volume ratio of the first aqueous phase 
to the water-immiscible solvent phase is from about 0.33 to about 16. 

Claim 60. The process of claim 54, wherein the volume ratio of the first emulsion to the 
second aqueous phase is Irom about 0,05 to about 0,5. 

Claim 6 1 , The process of claim 54, wherein the solvent removal comprises contacting 
the second emulsion with an inert gas flow. 

Claim 62. The process of claim 54 further comprising filtering the multivesicular 
liposomal particle composition by cross-flow filtration. — 
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"^im 63 . (New) A proossi for preparbg a m\dtivesiculftr liposomal particle 
composftioziy the process ccmprisifig: 

a} pre-sMiilizizigaUcoQipoddonmg^ 

b) providing * first emulsion by mixing a fust aqueous pliase and a volatile water 
immiscible solvent phase* said solvent phase comprising at least one amphtpathic lipid and 
least onanautrai lipid; 

c) mixing and emuUifying said first ^nulsion and a second aqueoi^ phase to provi le a 
second emulsion, said second etnulsioncompxising a contimious aqueous phas^ 

d) removing the volatile water^immiscible solvent from the second emulsion to for n a 
cc^position of multivesicular liposomal particles of predetermined, uniform size distribul on; 
and 

c) exchanging bufifer in the multivesicular liposomal particle composition by cross 
filtration* 

wherein all steps are carried out tinder as^c oondiHons. 



Claim 64, (New) A process for prej^ng a multivesicular liposomal particle 
comiH>sition« the jrocess compridng: 

a) pre-stcrilizing all composition ingredients; 

b) providing a first emtilsion by mixing a first sujueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprlsij^ at least one ampbipathic lipid and at 
least one neutral lipid; 
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c) mixing md emulsifying said first emulsion and a second aqueous phase to provi k \ 
second emidston, second emulsi n cdmpd^g a contiouous aqueous phase; 

d) removing the volatile water-immiscible solvent from the second emulsion lo fothx a 
composition of dnig-containing multivesicular liposomal particles of p?e*dctenaained, unifo 
size distribution; and 

e) removing unencapsutared drug Jn the multivesicular liposomal paiticle oomposiif on by 
cross-flow filtratioa, 

wherein all steps are earried out under as^tic conditions. 

Claim 65. (Hew) A process for preparing amultivesieular liposomal particle 
composition, the process compHsing: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
inuniscible solvent phase, said solvent phase comprising at least oneampMpafhlc lipid and at 
leas^ one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to ptovi Je 
second emulsion, said second emulsion compri^g a continuous aqueous phase; 

c) removing die volatile wate^immiscible ^Iveni from the second emulsion to fbrla a 
coaq)ositiott of mulUvesicular lipc^omal particles of pre-detenmned, uniform size <fi^but on; 

d) exchanging buffer in the multivesicular liposomal paiticle composition by crossjflow 
filtration; and 

e) steriliring the multivesicular liposomal paiticl e composition^ 
wfaerein all steps are carried out imder asqptic conditions. 

Claim 66* (New) A process for preparing a multivesicular liposomal particle 
competition, the process comprising: 

a) providing a first emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comprising at least one amphipalhic lipid and at 
lea;^ one neutral lipid; 
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b) mixing and emulsiiyiiis said first emulsion and a second aqueous phase to provipc a 
second emulsion, said second emulsion comprising a continu us aqueous plm^i 

c) removing the volatile water-immiscible solvmt from tlie second emulsion to foT&x a 
composition of drug-comalning multivesicular liposomal particles of pre-d$tenBined« unifcpn 
size distribution; 

d) lemoving unencapsulated drug in the multivesicular liposomal partide composition by 
cross-flow filt^tion; and 

e) sterilizing the mulUvcsictilar Uposomal particle composition, 
wharein ail sxeip^ ^o carried out under septic conditions. 

Claim 67. (New) A proems for pr^parii^ a multivesicular UposomAl imrticle 
composition, the process comprising: 

a) prc-stcrilizing all composition ingredients; 

b) pKjviding a first emulsion by mixing a first aqueous phase and a volatile vrater* 
imniiscible solvent pliase, $aid solvent phase comprising at least one amphipathic lipid smd at 
least one neutral lipid; 

c) mixing and ^ulsifying said first emulsion and a second aqueoixs phase to provii 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

d) removing the volatile water-hnmisciblc solvent ftom the second emulsion to forin a 
composition of multivesicular liposomal particles of pre-dcterminod, tmiform size distribution; 
and 

c) filtering the multivesicular lipoKMual particle composition by cross-flow filtradclci to 
adjust the concentration^ 

wherein a!) steps are cnrried out under aseptic conditions. 

Claim 68. (New) A process for preparing a multivesicular liposomal particle 
composition, ihc process comprising: 
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a) jiTDviding a fiist eitmlsioa by mixing a Sm aqueous pbase m4 a volatile water 
iiABiisdble ^Ivent pbase, sdid solvent phase comprising at least cm amphipaduc lipid aodjat 
least om neutral lipid ; 

b) mixing and emulsifying said fii^ emuIsioi:t and a second aqiieom pfme to provifte a 
second emtdsion, said second emulsioii comprising a contiaiious aqueous phase; 

c) wmQving fltc volatile watcr-immisctble solvent frond the second emulsion to farfa 
composition of multi vesicular liposoma] particles of pre-dctEtiniiied, unifomi si20 distribiit on; 

d) filtering the muMvesicular liposomal particle composition by cross-flow filtiatiqn to 
adjxist con<^tration: and 

e) sterilising the multivesicular liposomal particle cortipositton, 
wlierein alt steps are carried owl mdcr a$eptic conditions. 

Claim 69. (Kew) A pro<^ss for preparing a multix'esicular liposomal paxtid 
compositimi^ Oiie process eomprisit^ 

a) pre^stedliring all composition ingredients; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile wErter 
imrwiscible solvent phase^ said solvent phase comjmsing at least one amphipatibic lipid andjat 
lease one neutral lipid; 

c) mixing and emulsifying said first emulsion and a ^cond aqu^us phase to provife a 
sea>nd emulsion^ said second emxiJsion comprising a continiws aqueous phase; 

d) removing the volatile v.'ater-immisciblc solvent from iht sccorrf emulsion to forin a 
composition of multivesicular liposcmal particles of pre-detcrtnined^ imifoim sisM; distribution; 
and 

e) filtering the multivesicular liposomal partide compositioa by cf oss-flow fil£rati4i to 
exchange buffer therein* 

wherein all steps are carried out under as^tic conditionSr 



CIsim 70. (New) A process for i^^aring a multi vehicular liposomal particl ^ 
composition, the process eomprising: 
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a) pre-stcrilijing alt corapositioa ingwdienis; 

b) providing a first cmuJsten by mixing a fiist iqueous phase and a volatUe \y««- 
imnuscible solvent phase, said solvent phase comprising at least one ampypathic lipid attdin 
least one neutral lipid; 

c) mixing and emulsafyii^g said first emulsion and a second aqueous phase to proviL a 
second emulsion, said second emulsion comprising a conUnuous aqueous phase; 

d) removiaB the volatile watcr-immiscible solvent from the second emulsion to forii 
cowposirioffl of dnig-coataining multivesicular liposomal particles of pre-deteraiined, unifcim 
size distribution; and 

e) fatexing die multivesicular liposomal pwtitle composition by cross-flow filiratii to 
remover uoencapsvdated drug therein, 
wherein all steps are earned out under aseptic conditions. 

Claim 71. (New) A process f<» pn^aring a multivesicuJw liposomal particle 
composition, the process compiisang: 

a) providing a first emulsion by nuxiAg a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent phase comptismg at least one amphipathic lipid and^ 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to^jmvi^le a 
second emuision. said second cmvilsion comprising a continuous aqveoMs phase; 

c) removing the volatile vv«atcr-inumscible solvent fix)m the seco^ emulsion to ^il 



composition of multivesicular rtposomal particles of prcKlcteimined. uniform si^e distribxtti on; 

d) filtering (he multivesicular liposomal particle compositioa by cross-flow fittratic^ to 
exchange buffer; and 

e) sterilizing the multivesicular liposomal particle composition, 
wherein all steps are carried out imder aseptic conditions. 



Claim 72. (New) A process for preparing a muhivesittilar lipo«jmal particle 
composition, the process comprising: 
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a) providing a fitst emulsion by inixing a first aqueous phase and a volatib water- 
immiscible solvent phase, said solvent phase comprising at least one amphipatiiic lipid ^dpt 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and ^ ^cond aqueous phase to provipe a 
second emulsion^ said se^nd emulsion comprising a continuous aqueous phase; 

c) fttnoving die volatile water-immisciblc solvent from tlie second emulsion to 
compodtion of drug-containin&.multivericular liposomal particles of prc-detcnnincd* 
size distribution; 

d) filtering the multivesicular liposomal partidc composition by cross-flow filtratic n 
remove uncncapsulatcd drug; and 

e) steriliang the multivesicular liposomal particle compositidn, 
vi^hcrcin all steps are carried out under a^tic conditions. 



» fon a a 



, unifc rm 



to 



Claim 73. (New) The process ofm of claims 1. 63, 64, 67, 69 or 70 wherein pre 
Sterilisation of all composition ingredients is conducted by filtration through a filter having 
at least as small as 0.22 pm. 



pores 



Claim 74. (New) A method for increasing the yield of a process for making a 
multivesicular liposomal composition, the medaod comprising: 

a) pcc'^stcxiliziiig aU composiaoa iitgredietits; 

b) providing a first emulsion by mixing a first aqueous phase and a volatile wateav 
immiscible solvent phase, said solvent phase comprising at least one amphipatWc lipid and bt 
least one neutral lipid; 

c> mixing and <amulsi&ing said first emulsion and a second aqueous phase to provi< le a 
second emulsion, said second emulsion comprising a continuous aqueous phase; 

d) removing the volatile watcr-uniniscible solvent firom the second emulsion to fot n a 
composition of multivesicular liposomal panicles of pre-deteonined, unifbnn sizedisiribut on; 
and 



Application/Control Number: 09/192,064 
Art Unit: *** 



Page 16 



d) r^oving Ihe volatik watar-inuuisdble solveat ftom ihc second emulsion to forti ; 
composition of druf-containing multivesicular liposomal particles of pre-detemimed, unifb m 
size distribution; and 

c) removing unencapsulated drug in titie multive^cular liposomal particle composition by 
cross-flow filtration, 

wherein alt stq>s are carried out under aseptic conditions, ' 

Claim 77. (New) A method for increasing the yield of a pi^es$ for maldng a 
muldvesicidar liposomal composition, the method comprising: 

a) providing a fim emulsion by mixing a first aqueous phase and a volatile water* 
immiscible solvent phase, ^d solvent phase comprising at least one ampliipathic lipid and|at 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emtilsion ^mprising a continuous ai^ueous phase; 

c) removing the volatile water-inuniscible solvent from the second emulsion to fonk a 
composition of muMvesicular liposomal particles of pre-determmed, unifbnm size distribut on; 

<9 adjusting the concentration of the muUi vesicular l iposomal particle composition by 
cro«-flow filtration; and 

e) sterilizing the muhivericulac liposomal particle composition, 
wherein all steps arc carried out under aseptic conditions* 



Claim 7*. (Hew) A method for increasing the yield of a process for maidng a 
multivesicular liposomal composition, the method comprising: 

a) providing a first emulsion by mixing a first aqueoiss phase and a volatile water* 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and {at 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to provide a 
second emulsion, said second emulsion comprising a continuot^s aqueous phase; 
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c) removing the volatile water-immiiciWe solvent from the second emulsion to foiii a 
compositioii of multivesicular liposomal purticles of pre^determMed, unifom size di$tribut on^ 

d) exchanging buffer in the multivesicular liposomal particle composition by cross- flow 
filtratioB; and 

c) stcriliziflB Ihc muliivesicolar JiposoraaJ particle compositton^ 
Vi^eredn all steps are carried oul under aseptic conditions. 

Claim 7% P4cw) A metHod for uacreasing the ykld of a process fbr ma:kiug u 
multivesicular Uposomal composition, the method comprising: 

a) providing a firsi emulsion by mixing a first aqueous phase and a volatile water- 
immiscible solvent phase^ said solvetit phase comprisiog at least one amphipalhic lipid md^ 
least one neutral lipid; 

b) mixing and emulsifying said first emulsion and a second aqueous phase to pxovh le a 
second emulsioxv sM second emul^oii comprising a continuous aqueous phase; 

c) removing the volatile v^ter-imniiKjible solvent from the secoM emulsion to fon^ i a 
composition of dxug-coutaimiig muldvesicular liposomal particles of pte*determined, uni£b|m 
size distribution; 

- d) removing unenc^>s:u]ated drug m the multivesicular Uposomal particle comp(»it on 
by cfoss-flow filtration; and 

0) sterilizing the mul^csictdar liposomal particle composition, 
wherein all steps are carried out imder aseptic conditions. 

Qaim 80, (New) A mcdiod for increasing tite yield of a process M makii^ a 
multivesicular liposomal particle composition, the process comprising: 

a) providing a first emulsion by mbdng a first aqueous phase and a volatile water- 
immiscible solvent phase, said solvent ph^c comprising at least one amphipatbic lipid and %t 
least one neutral lipid; 

b) miKing and emulsifying said first emulsion and a second aqueous phase to provide a 
second cmwbiont said second cmtdsion comprisiog a continuous aqueous phase; 
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c> removias the volatile watef-mmusal^Ie solveni from the second emulsion lo fan x a 
composjtiQn of drng-containrng multivesicular liposoxoal particles of pie-dctermmedi, unifo m 
siz& di5tril)ution; 

d) fiJtaiiag the moltivcsicular liposomal particle composition by cross-flovv fillnitio n to 
perform at least one process selected from the group consisting of concentration adjustment ^ 
buffer exchange and removal of unencapsulated drug; and 

e) sterilisdng the multivesictilar liposomal particle composition, 
wherein all steps dxc carried out under aseptic conditions. 

Claim 81. (NW) A method for increasing the yield of ©process for makiAg a 
muUivestcuIar liposomal particle composition, the process comprising: 

a) pre-sterili2iag all composition ingredients; 

b) providing a Rtst emulsion by mixing a first aqueous phase and a volatile 
immiscible solvent phase, said solvent phase comprising at least one amphipathic lipid and fct 
least one neutral lipid; 

c) mixing and emulsifying said first emulsion and a stcotsA aqjteous phase to provi< !e a 
second emulsion* said second emuMon comprising a contmuous aqueous phase; 

d) removing the volatile ^vater-immiscible solvent firom the second emulsion to foil n a 
composition of drug-containing muitivesicuJar liposomal particles of pre-determined. umfo m 
size distribution; and 

e) filtering the multivesieuJar liposomal pffltticle composition cross«flow fiUratio i to 
perro™ at least one process selected ftom the group consisting of concentration adjustmem , 
buffer exchange and removal of unencapsulatcd drug, 
wherem all steps are cairied out under aseptic conditions. 



□aim 82, (New) 
Claim 83. (New) 



A product produced in accordance \vith the proc^ of claim L 
A product produced in accordance with the ptocess of claim 49. 
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Claim 84* (New) In a proce&s for preparing a multiv^cutar liposomal oompositioc 
combing a st^rili^tloix $tep, prcpamtion of first and second emukioa steps, aad a solven 
removal $wp, ^ OTpx)vai«irt comprising fixrttier step of cioss-fkvw filtration to adjust 
concentration. 

Claim 85, (New) In a procc^ for piepaiing a multivesicutar liposomal compositiois 
comprisvog a sterilization $tcp, preparation of first and second emulsion steps, and a solven 
removal step, the improvement comprising tlw! further step of cross-flow filtration to perfot n 
buffer exchange. 

Claim 86. (New) la a process for preparing a drug<<ontaining multivesicular %osc ptial 
composition comprising a sterilization $tcip> preparation of first and second emulsion steps, and a 
solvent removal step, the improvement ooniyprising the iiirther step of ooss-flo w filtration i|) 
remove tmencapsulaied drug. 

Claim 87. (New) In a process for preparing a mtdtivcsicuUr liposomal compositior ; 
comprising a sterilization 5tep, preparation of first and second emulsion steps, and a solven 
removal step, tlie improvement comprising the further step of adjusting coni^ntradon by cr >ss- 
flow filtration. 

Claim 88, (Jtiow) In a process for pre|^ring a multivesicular li|>osomaI compo^doi: ! 
comprising a sterilization stq>, prcparatioa of first and second emulsion steps* and a solven 
removal step, the imfarovemeot com|Mising the further step of performing buffer exchange l ^ 
cross-flow filtration. 

Claim 89. (New) In a process for preparing a drug^contaioing multivesicular liposc coal 
composition comprising a sterilizadon step, preparation of first and second emulsion steps, and a 
solveat removal step, the improven^ent comprising the fiixtber Step of removing unencapsuioed 
drug hy cross^flow filtration.*- I 
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